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1. HME HA JEKAPCTBEHUSI TPOIYKT | V3MLAHWUTENKA ATERUMA NG TEKAPCTBATA
KOAMKA XapaKINpUemiiKa Ha IPOGYKITN - [ IAIACKSHUE 1
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Bceska dhunMupana Tabnerka chabpka 20 mg nuTanonpam (citalopram) KaTo UMTaIONPaMOB
xuapoSpomua (citalopram hydrobromide).
3a IILJIHHA CTIMCHK HA MOMOLIHKTE BellleCTBa BIKTE TouKa 6.1.

2. KAYECTBEH H KOJIMYECTBEH CbhCTAB

3. JEKAPCTBEHA ®OPMA

dunmupana TadneTka

Benu, KphIUH, ABOHHOW3NEKHAIA (UIMHPaHH TabJIETKH ¢ AMAMEThP § mm v ACTHTE/THA HEPTa OT
BCHYKH CTPaHH.

Tabnerkara Moxe n1a Obae paszieneHa Ha JIBE paBHH JO3H.

4. KJAHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

. JleueHHe Ha JenpecHs ¥ NPeIOTBPATABAHE Ha PELIMIMB/HOB €NH30/;
. [TaHuuecko pa3cTpoiCcTBO ¢he MTH Oe3 aropadodus.

4.2 Jo3MpoBKA H HAMHH HA NPHJIOKEHHE

Henpecun

BB3pacTHH

Oponpam TpsaGBa Aa ce npunara B 103a 20 mg ¢AHOKPATHO AHEBHO.

B 3aBHCHMOCT OT HHAMBUIYAJIHHA OTTOBOP Ha NALMEHTa A03aTa MOXe J1a Ob/]ie MOBULICHA /10
MakcHMyM 40 mg QHEBHO.

[1poABLIOKHTENHOCT Ha TEYSHHETO

KnuauuaUST eekT Ha MPOIYKTA HACThIIBAa OOUKHOBEHO MEXAY 2-Ta U 4-Ta CEAMHLA OT HAYAIOTO Ha
neuenneto. [IpoaLDKHTETHOCTTA Ha AedeHueTo TpaOBa Aa ObAe JOCTATHYHA, HAH-HECTO JI0 6 Meceua
C/Iel HACTHIIBAHE HA BB3ICTAHOBABAHETO ¢ OFNE] NPCAOTBPATABAHC Ha PCLIM/IHB.

C uen NpeaoTBpPaTABAHE HA HOB N30/ NPH PeKypeHTHa (YHHIONApHA) IENpecHa € BE3MOXKHO
NOAABPKALLATA TEPAUA Ja NPOABIDKH HAKCJIKO MOHHH.

Hanuuecko pazcmpoucmeo

Bn3pacTHH
[Ipes MbpBHTE CE/IEM THH Ha ICUEHHETO C€ MPENOpPbUBA €/1HOKpaTHa AHEBHA /1034
KOeTO JTHEBHATA [103a ¢ce nosHwaea a0 20 mg. B 3aBHCHMOCT OT HHAWBHIY AJTHUA
naluMeHTa JHEBHATA A03a MOoxe J1a Opae nopuiueHa a0 40 mg.
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[IpoABIHKHTENHOCT HA JICUEHHETO

[IpH MaLKeHTH ¢ NAHUYECKO Pa3CTPOHCTBO MAKCUMANICH TEPANEBTHYECH eheKT ce NOCTHTa
OBOMKHOBEHO CIIE] JIEUEHUE ¢ [IPOABDKHTENHOCT NPHOTH3UTEIHO 3 Mecella, a pe3yITaThT CC 3ala3ba
NpH NPOALDKUTENHO JICUCHHE.

Crapuyecka Bb3pacT

[IpH Ta3u KaTeropHs MAUKEHTH fo3aTa TPSOBa Ja ce MOHMKY HAIIONIOBHHA HA MPENIOpBHBAHATA 1034,
Hanp. 10-20 mg anepHo. [IpenopbyuBaHaTa MaKCHMa/IHATA THEBHA 1034 33 NAUMEHTH B CTapHccKa
BB3pacT € 20 mg.

[lepmaTpyyHa norynanys
MpogykThT He TpsAOBaA Aa Ce MpHIIAra [P Aea K KOHOWH HA Bb3pacT oA 18 rogsHH, ¢ H3KIIIOUYEHHE

HAa TOMHO NpELX3HPaHa KITHHAUHA HEOOXOAMMOCT (BXK. TOUKa 4.4.).

Hapyliena 6n0peyHa hyHKIuUS

[Mpy NauMeHTH ¢ Jieka ¥ CpeHa CTerleH Ha Hapyluenus B Op0peyuHarTa QyHKIHA He ce Halara
KOPEKLHA B 103aTa M PexKnMa Ha fo3upane. [IpH MalMeHTH ¢ TEXKO OBOpeyHO YBpeXKIaHE
(kpeaTHHHHOB KIMpBHHC < 30 ml/min) TpsaOBa fa ce npuiara ¢ MOBHIUICHO BHHMaHHE.

Hapyiena yepHoapoOHa (pyHKIHA
IpM MaUMEeHTH ¢ JIeKa 40 YMEPeHa CTeNeH Ha HapylleHa YepHOAPOOHa QYHKIlHA CC MPEnopbBa Npe3

I'BPBUTE JABE CEAMHULM Ha JICUEHHE [a C€ MpUilara HayajiHa JHEeBHA 1034 OT 10 mg. B 3aBHCHMOCT OT
WHAMBHAYAJIHHS OTTOBOP HA NAIIMEHTA AHEBHATA 1034 MOXKE Ja ObJie MOBHIICHA A0 20 mg. lipu
NALMEHTH C TEKKH YBPE:K/IaHHs Ha uepHOApoOHaTa GyHKIHA ce NMPenopbuBa MOBHIICHO BHHMAHHE 1
BHUMATE/IHO THTPHpaHe Ha A03aTa (BX. TOYKa 5.2).

Cnatbu Merabonuzaropu Ha CYP 2C19

ITpH MaLHeHTH, 33 KOHTO € M3BECTHO, Ye ¢a cnabu meTabonmsaropu Ha CYP 2C19 ce npenopbisa
1pe3 MbPBUTE JIBE CEAMMLIM HA JICYSHHE [1a C€ NpHJIara Ha4yajiHa JHEBHA 71032 OT 10 mg. B 3aBHCHMOCT
OT HHMBHUYATHH:A OTTOBOP HA MALMEHTA JHEBHATA 034 MOXe /ia OBb1e MOBULICHA N0 20 mg (BX.
TO4Ka 5.2).

CMMIOTOMH Ha OTHEMaHe, HaOJI101aBaHH MPH NPEKpaTABaHe Ha JICHCHHETO

PA3K0TO CHpaHe Ha JedyeHHeTo TpaOBa Aa ce u3barea. [IpekparaBaHeTo Ha NEYCHHETO C LMTAl0NpaM
cJIeZBa 1a CTaBa NOCTENEHHO Ype3 HaMaJIABaHE Ha J03aTa, Npe3 HHTEPBAJIH OT €AHA HJIH JIBC CCAMHULIA
34 J1a C€ HaMallK PUCKa OT PEaKLIMH Ha oTHeMaHe (BK. Toukd 4.4 u 4.8). [Ipu nposBA HA CHMITTOMH Ha
HETIOHOCHMOCT, CJlel HaMaABAHe HA [03aTa, O MOIJIo Ja ce OOMHUCIH BE300HOBIBAHE HA
NpeANHCAHATa MO-PaHo J03a. BriocneacTeyue, NeKyBallHAT AeKap MOKe Aa MPOAB/DKH ¢ MIOCTENEHHOTO
HaMaJIABaHE Ha JI034TA.

HayuH Ha NPUNIOKEHHE
[TpoayKTHT ce mpHiIara KaTo €AHOKpaTHa AHEBHA 1034 N0 BCAKO BPEME Ha ICHA, HE3aBHCHMO OT
BPEMETO Ha XpaHeHe.

4.3 IIpoTHBONOKA3AHNS

. CBpBXUYBCTBHTEIHOCT KbM GKTHBHOTO BEUIECTBO HIH KM HAKOC OT MOMOLIHHTE BEUICCTRA,
H30pOeHH B TOUKA 6.1.

. Liuranonpam He TpaOBa /1a ce Npuiara Ha NallMeHTH, NpHEMally MOHOAMHHOOK
uHXxHouTopu (MAQOH), BKITIOUHUTEHO CEJIETHIHH, B JHEBHH JO3H Ha1BH /..--- LM
LpranonpamM He TpaOBa aa ce Mpwiara B NpoAb/DKEHHE Ha 14 qHU Cle/ADERpPaTHE
nedeHueTo ¢ HeodpaTiMH MAO-uHXHOMTOPH HITH 3a CPOKa, Onpeacg
npreMa nHa o6patimMu MAQO-unxuburopH, ceriacHo KXII Ha Te3u npy
MAQO-uaxHOHTOPH He TpaORa Ja ¢ BBBEXKAT CEAEM JIHK CJIe] MPEK ux: RBAIHE [k
uuTanonpam (Bx. Todka 4.5). Ilpy HAKOH AOKJIAABAHH CIIy4aH Ha B3aW il
ca HanoAoOABalH CEPOTOHUHOB CHHJIPOM. ’
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. Lutanonpam e npoTHBOMOKA3aH B KOMOMHALIMA ¢ JIMHE30I1 ], OCBEH KOraTe HMa HAJIHYHE Ha
YCJIOBHA 34 BHUMATEITHO Habm0AeHHE K NPoCiieAIBaHe Ha apTEPHANTHOTO HAIATaHC (BXK. TOUKA

4.5).
® [TuranonpaM He TpsAOBa Aa c€ H3N0J13Ba €AHOBPEMEHHO C TAMO3H/ (BX. TO4Ka 4.5).
* L{rTasonpaM e MpOTHBONOKA3aH TIPH MALHEHTH ¢ H3BECTHO y/Ib/Kasate Ha QT HHTepBaia Wid

CHHAPOM Ha BpoAcH, yawpkeH QT uurepsaln.

. EAHOBPEMEHHOTO NMpUHJIAraHe Ha IMTANONpPaM ¢ JIEKapCTBEHH CPEACTBA, 32 KOMTO € H3BCCTHO, HC
yabixasaT QT MHTepBaia, € NPOTHBOTNIOKA3aHO (BXK. TOUKa 4.5).

4.4 CrnenuajJHH npeAynpe:KICHHS H NPEANAIHH MePKH NIPH yHoTpeda

3a ledeHHe HA MALMEHTH B CTAPUeCKa BB3PACT B NauyeHTH ¢ HapyleHa OnbpevHa H YepHOApOOHA
¢yukims BHKTE TOYKa 4.2.

[IpnyiokeHUe NpH JIENa U FOHOIIK Ha BB3PACT [10]1 18 roaunuU
[Ixranonpam He TpAOBRa Oa ce M3NOJI3BA 34 JICYCHHE HA JCLAa M IOHOIIH Ha BB3pacT 104 18 rogHH.

CyHLIMAHO-CBLP3aHO NOBEASHHE (CYMUMAHHM OTTHTH X MUCIIH) H BPaXICOHOCT (IIPEMMHO arpechs,
NPOTHBOMIOCTABAHE U THAB) ca Hab/I0AaBaHM NO-YECTO B KIIHHHYHH MPOYYBaHHA NpH ICLA H IOHOMIH,
JIEKYBAHH C aHTHACTIPECAHTH B CPABHEHHE C Te3H, NpueMand wiaueto. [1pn KiHHu4Ha HEOOXOAMMOCT,
B C/1y4aii, u¢ € B3€TO PellieHHe 32 NPOBEXKIAHE HA JICUSHHUE, € He0OXOAUMO BHUMATEITHO
MOHHTOpPHpaHe Ha MaLUHUcHTa 34 MOABa Ha CYHWIHIHH CUMIITOMH.

B nonbjHEHHE, JIMIICBAT JAHHH OT NpPeACTABHTEHHA ARITOCPOUHA KIHHHUYHH NpoyUBadui 1pH J1cla H
IOHOLUM [10 OTHOLIEHHE Ha pacTeXa, Chb3PABAHETO, KOTHUTHBHOTO ¥ NOBEACHYCCKO Pa3BHTHC.

[lapaaokcanHa TPEBOKHOCT

[TpH HAKOM TIALIMEHTH, CTPAJAAIIH OT NIAHHYECKO Pa3CTPOHCTRO, € BB3MOXKHO J1a CC HaOMraBa
YCHJIBAHE HA TPEBOKHOCTTA B HAYAIOTO HA JIEUEHHETO C aHTHAEIpecaHTH. QONKHOBEHO Ta3H
napajgoKCaTHa peaKuus OT3BY4YaBa Mpe3 IbPBUTE B¢ CEAMHIIH OT HA4aIOTO Ha ACUCHHUETO. C ornen
HaMANABaHE PUCKA OT PA3BHTHETO Ha MApaJOKCalIeH aHKCHOICHEH e(PeKT ce Npenopbyba Je4CHHETO
1a 3aflouyHe ¢ HHCKa HauajiHa ao3a (BX. Touka 4.2).

XHWINOHATPHEMHS

XHNoHATPHEMHS, BEPOSTHO BCIEACTBHE HA HEAJICKBATHA CEKPELIMA Ha aHTHAHYPETHHCH XOPMOH
(SIADH) e cho6IaBaHa KaTo pAka HexellaHa JeKapcTBeHa Peakiys Mpy ynoTpeda Ha CeNeKTHBHA
HHXHOUTOPH Ha 06PaTHOTO noemane Ha cepoToHuH (SSRIs) H 0GMKHOBEHO € 0OpaTHMa NPH
npeycTaHOBABaHe Ha nedeHueTo. U3rmnexaa pUcKeT & 0Co0EHO BHCOK MPH XKEHU B CTApHECKA BB3PACT.

CaMovOHHCTBO/CYH HH MHCJIH WIH KJIHHHYHO BJIOIIABAHE
JlenpecusaTa € CEBP3aHa € [IOBHIICH PHUCK OT CYHIIMAHH MHCIIH, CAMOHApaHABaHE U CaMOYOMICTBO

(cHOUTHS, CBBP3aHH ChC caMOYOHHCTBO). TO3H PUCK CHIECTBYBA A0 AOCTHraHe Ha 3Ha4YHMa PCMHCHA.
Tsi kaTo NoACOpeHne MOXKE ZIa HE HACTBITM NMPE3 IbPBUTE HAKOJIKO CEAMHLM HIIH MTOBEYE OT
JIEYEHUETO, NTALHEHTHTE TPAOBa fa ObJaT BHUMATEIHO HAOMI0AaBaH! A0 NOABATa Ha TAKOBA.
O6Oo0IHEHUAT KIMHHYEH OTMT COUH, Y€ PHCKBT OT CaMOYOMHCTBO MOXKE Ja HAapacHE Ipe3 paHHHTE
€Tali Ha Bb3CTAHOBUTEJTHAA IEPHO.

Hpyrn ncuxuudu 3abongsaHusg, MIPH KOHTO C€ TIPHIara HHTaIonpaM, ¢bIo Morat }r.
C MOBHUIIEH PUCK OT CLOHTHA, CBBP3aHK Che caMOyOHUACTBO. OCBEH TOBA TE3H 32 %
O'BIAT CHUETAHH C FOJIAMO JEMPECHRHO pasCTPOHCTBO. TIpH Nedenre Ha NaudeHTA L
HapylleHHa TpadBa aa Obaar ¢cb0N01aBAHM CHLUIMTE NPEeANa3Hy MEPKH, KaKTO %1
(o
2,

NALMEHTH ¢ TOIAMO ACMPECHBHO pa3CTPOKCTBO.
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Ha NO-BUCOK PHCK OT CYMIIMIHE MHCIIM KIIH ONHTH 32 camMoyOuiicTBO M TpaOBa fa ObAaT
HaOII0AaBaHH BHUMATEITHO 110 BPEME Ha JICUCHUETO.

Merta-aHaH3 Ha 11aL1e00-KOHTPOJIMPAHH KIMHHYHY H3MHTBAHAA HA QHTHACTIPECCAHTH MPH Bh3PACTHH
MALMEHTH ¢ MCHXHYHH HAPYLICHHS, MOKA3Ba MOBUILIEH PHCK OT CYHIIMAHO NOBCACHHE IPH IMALUEHTHTEC
noj 25 roauHK, J1eKYBaHH C AHTHIENPECAHTH B CpaBHEHUE ¢ mnanedo.

BHUMAaTENHO HabMIOAEHHE HA NALMEHTHTE H NO-CHEIHATHO Ha Te3H ¢ BUCOK pHCK TpA0Ba Ja
MPpUAPYaBa JIeKapcTBEeHAaTa Tepanta ¢ HATAIONPaM, 0coOCHO B HAUAIOTO Ha NCUCHHUCTO U IIPH
npoMsAHa Ha 103ara. IauHeHTuTe (M rpKeIlUTe ce 3a TAX IHuua) TpiaOra aa OnAaT NpeaynpeaeHH 3a
HeoOXOIMMOCTTA N2 HAOMIOAABAT 34 BCAKO BIOLLIABAHE HA KJIMHUYHATa KAPTHHA, 32 CYHULIMAHO
MoBEIEHHE HWJIM MHCJIH H HeOOMYANHA NTPOMEHH B HOBEICHHETO W Aa NOTBPCAT He3a0aBHO JIEKapcKa
ITOMOII] MPH MOSABa HA TAKUBA CHMIITOMH.

AKaTu3Ha/ IICUXOMOTOPHO OE€3MIOKOHCTRO

[TpuioxkeHHETo Ha CENEKTUBHU HHXHOUTOPH Ha 00paTHOTO NMOEMaHe Ha CEPOTOHHH U HHXUOUTOpH Ha
06paTHOTO NnoeMaHe Ha CepoTOHHH W HopaapeHanuH (SSRIs/SNRIs) ce cBbp3Ba ¢ pa3BUTHE Ha
aKAaTH3MA, XaPaKTEPH3MPalILA C€ ChC CYOEKTHBHO HETIPUATHH HIIH TEXKH DE3NOKOHCTBA M HYXKIa OT
IBMKEHHE, YECTO ChITHTCTBAHM OT HEEB3MOKHOCT 3a HEMOABIKHO ceiene WM cTtoeHe. Haii-uecTo
TE31 MPOABH ce HAGMIONABAT B ITbPBUTE HAKONKO CEIMHLIN OT HAYAJIOTO Ha JieueHHeTo. | 1pH nalHeHTH
¢ TAKaBa KJIMHHYHA CUMNTOMATHKA fIOBUIIABAHETO HA 103aTa MOXKe J1a Oble BpenHo.

Manus

[IpM nalpenTH ¢ MAHHAKATHO-AENPECHBHO 3a00BaHe MOXE Ja ce HabmoaaBa HaBJIM3aHe B
MaHuakanHa ¢asa. [TpruiokenneTo Ha LyTanonpaM Tpadea Aa Obae MpeKpaTeHO NPH NALHEHTH
HaBNIH3alll¥ B MAHUAKaIHa (a3a.

["BEpuoBe

JIeueHHeTO ¢ AaHTHAEMPECAHTH KPHE MOTEHLMAJICH PUCK OT N0sBa Ha Mbp4oBe. [1py BCEKH NaUMEHT,
MPH KOWTO Ce MOSABH I'bpY TEPANMATA ¢ LMTATONpaM Tpiabsa na ce npekpaTti. LinTanonpam TpaOBa na
ce H3GArBa MpH NAIUEHTH ¢ HECTAOWTHA eMUNENCcHs, a [TALHCHTHTE ¢ KOHTPONHpaHa enuiencus
TpsabBa Aa 6B1aT BHUMATENHO MOHUTOpHpaH#. JleueHHeTo TpaOBa 1a ce NpEeyCTaHOBH, aKO C€ MOBHLIN
YECTOTATA HA I'bPUYOBETE,

unaber

[Tpu naukenTy ¢ quabet, nevenuetro ¢ SSRI Moxe 1a OKaxke BIUAHHE BBPXY TMHUKECMUYHHA KOHTPOIL
B13MOKHO € [1a Bb3HUKHE HEOOXOAMMOCT OT KOPEKIHA B AO3HPOBKATA HA HHCYJIMH M/UH Ha
NepPoOpPaTHO MPUEMAHUTE XHITOTJIHKEMHYHH CPENICTBA.

CepOTOHHHOB CHHIPOM

B penxu cnyuau npu nauneHTy, npueMaliy SSRIs e noknansad cepOTOHHHOB CHHAPOM.
KoMOuHAUMATA OT CHMITTOMH, KATO TPEBOXKHOCT, 00BPKAHOCT, TPEMOP, MHOKJIOHYC W XHIICPTEpMHA
MOJKE /1A TIOKa3Ba Pa3BUTHE HA TOBA CHCTOAHHE (BkK. Touka 4.5). JleueHneTo ¢ LMTanonpam TpsdBa 1a
OBJie [IPeYCTAaHOBEHO Be3a0aBHO U Aa OpAe 3a110YHATO CHMIITOMATHYHO JEHCHKE.

CEepOTOHUHEPTHYHH CPENCTBA
[{uTanonpam He TpAOBA [a C€ H3MNOI3BA €AHOBPEMEHHO C JIEKAPCTBEHH NPOIYKTH CBC

CEPOTOHMHEPTHYHH ePeKTH, KaTO CyMATPHNTaH WK APYTH TPUNTAHH, OMOMAH (TPamMaon,
oynpeHopdHH), OKCUTPUNTAH M TPHOTO(AH.

XeMOparuu

Mma cHoOIIEHH 3a YIBDKEHO BPpEME Ha KbPBEHE W/HITH KPbBOH3IIHBH, KaTO €
'MHEKOJIOTHYHO M raCTPOMHTECTHHAJIHO KbPBEHE U APYTH KPLBOU3NTUBY OT C
THrapMLMTE, CBhp3aHH ¢ npHeM Ha SSRI npoayktu (Bxk. Touka 4.8). [Ipenopsb
MmauMeHTH, NMpuemMamy SSRIs, ocobeHO NMpU eAHOBPEMEHHO MPHIOKEHHAE C AKT
KOWTO € M3BECTHO, Y€ OKA3BAT BIHAHHE BBPXY TPOMOOLIMTHATA (PYHKIMA UITH 1
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BelllecTBa, KOHTO MOTaT Ja MOBHLIAT PHCKA OT KPHBOMIIMBH, KAKTO H NIPH NAIWEHTH C aHAMHC3a 34
HAPYLIEHHs B KPBBOCHCHPBAHETO (BXK. TOUKa 4.3).
SSRI/SNRI mMorat Aa yBelHYaT pHEKa OT NOCIEPOI0BO KPBBOTEUCHHE (BIK. TOUKH 4.6 u 4.8).

EKT (en1ekTpOKOHBYJ/ICHBHA TEpaNHi)
KiHHUYHMAT ONAT OT eJHOoBpeMeHHoTO nprioxeHue Ha SSRIs # EKT e orpanuyeH, nopaiy KOCTo c¢
NPenopbuBa BHUMATETHOTO MM ChbBMECTHO U3NO3BAHE.

JKBIT KAHTAPHOH

HexxcenaHuTe peakLMH MOTAT a OBIaT 10-4eCTH NPH €AHOBPEMEHHO NPHJICKEHHE Ha LIMTAJIONIpaM U
PACTHTENIHH NPOLYKTH, ChIbPKALIM XKBIT KAHTAPHOH (Hypericum perforatum). Ilopaau ToBa
[ATAJIONpaM ¥ [IPOLYKTH, ChABPKALIY XCHIT KAHTAPHOH He TpsOBa a ObJaT NpHIaraHy
€IHOBPEMEHHO (B3. TOUKa 4.5).

CHMIITOMM Ha OTHeMaHe, HabIoiaBany IPY OpekparTasaHe Ha JedeHHero ¢ SSRIs

CHMIITOMUTE Ha OTHEMAHE, NPY MIPEKPATIABAHE HA JICUCHHETO ¢a HECTH, OCOOCHO aKO TO € NPCKLCHATO
BHe3aImHo (BX. Touka 4.8). B kMHUUHO H3C/IeABaHE ¢ LUTATIONPaM 3a NpodHIAKTHKA HA PeLlIMIMBH,
HexellaHH CHOMTHS ce HabmoaasaT npu 40% OT NaMeHTHTE, NPH KOUTO € NPEKpaTeHa AKTHEHATA
Tepanus, cnpamo 20% OT MatMeHTHTE, NPOABIKABALIH /14 IPHEMaT LMTA/IONPAM.

PHCKBT OT CHMNTOMH HA OTHEMAHE MOKE Ja 3aBHCH OT MHOTO (PaKTOPH, BKJIFOUMTEITHO
MPOABL/DKATEIHOCT Ha JICUCHHETO K H3N0/3BaHaTa 1033, KAaKTO H CKOPOCTTa Ha MOHKABAHCTO i.
3aMasHOCT, CCTUBHH HapyIUeHHs (BKAIOYMTETHO MApecTe3Hs ), HAPYIICHHUS Ha ChHA (BKJTIIOYHTENHO
0e3CHHHE U HATIPErHATH CBhHMLIA), Bb30yla HIM TPEBOKHOCT, MaaeHe U/ WIH NIOBPBILAHE, TPEMOP,
o6BLPKAHOCT, TIOTEHE, [N1aBO0ONKE, AHapHs, NATIUTANHH, EMOLIMOHAJIHA HeCTa0WIHOCT,
pa3Apa3sHUTENHOCT H 3PUTEIIHA HApYLIEHHA ¢a Hak-4eCTUTE I0KNaIBaHH PeAKIIH. OOHKHOBEHO TE3H
CHMIITOMH ca c1abo A0 YMEPEHO H3pa3eHH, BBIIPEKH Ye MPH HAKOH MAlHCHTH TC MOTAT Ja ObAAT
TEKKH 110 HHTEH3HUTET.

Te 0OMKHOBEHO ¢e HabmoIaBaT B ITEPBUTE HAKOJIKO AHH CJIEA [IPEYCTAHOBIBAHE HA IEYCHHETO, HO
AMa MHOTO PEAKH ChOOLISHKA 3a MoABa Ha TAKHBA CUMITTOMM NMPH NALKEHTH, KOWTO 110 HEBHAMAHHE
ca MPOITYCHAIM MpHeM Ha A03a. KaTo L4/1o Te31 CHMIITOMH €a CaMOOrpaHiaBallif Co ¥ OOHKHOBEHO
OT3BYUY4BaT B PAMKUTE Ha 2 CEIMULM, BLIPEKH Y€ MPH HAKOH JIULIA TE MOTaT Aa ObaaT NpoTpaxupaHH
(2-3 Mecera v noseue). [Topaan TOBa ¢e MPENOPHYBA JICYSHHETO C UHTAIONPAM Aa ¢ NPCyCTaHoBABA
NOCTEINEHHO, 3a NEPHOJ OT HAKOJIKO CEAMHIIM WIH MECELH, B 3aBHCHMOCT OT HYXIHTE Ha MALHCHTA
(BK. TOuKa 4.2).

CekcyajiHa AUCHYHKLIAA

CesleKTHBHHTE MHXMOHTOPH Ha 06paTHOTO moemare Ha cepoTonHHa (SSRIs)/ nHxubuTOpUTE Ha
oOpaTHOTO MOEMaHe Ha CepOTOHHHA W HOPaJpCHAIHHA (SNRIs) morat na Npyu4HHAT CHMNTOMH Ha
cekcyasHa aucynkuns (Bx. Touka 4.8). IMa ¢1oOlleHns 3a NPOAB/DKHTEIHA CEKCYaIHd

nuchyHKLHSA, TIPH KOATO CHMITOMHTE TIPOB/KABAT BHIPSKH NPEKBCBAHETO Ha NPHEMA HA
SSRIs/SNRIs.

[Icuxo3a
[IpH nedeHHe Ha NCHXOTHYHH NALMENTH ¢ AETTPECUBHH CNH30H MCHXOTHHHHTE CHUMITTOMM MOTaT 14
ce YCHJIAT.

Y nwppkagade Ha QT vwHTepBana
YCTasOBEHO e, ue UTANoNpaM yabikaea QT unrepBaia aozo3apucuMo. 11o Bpeme Ha
MOCTMAPKETHHTIOBHA TIEPHO/ ca HabMoaBaHu ciydan Ha yawbkeH QT HHTEpBaI M K
aApUTMHMH, BKIFOUHTEITHO U torsade de pointes NpeIUMHO MPH NMALIMEHTH OT JKEHCK
XHIOKATMEMHUA WIK ¢ NpeALIECTBAIIO yAb/DKkaBane Ha QT HHTepBala Wi Npy
sabonasanus (Bx. Touku 4.3, 4.5,4.8,49un5.1).

[IpenopbuBa ce NOBHLIEHO BHHMAHHE TIPH MAIMEHTH ChC CHrHHQHKAHTHA op
MaLUUEHTH, MPETHLPIENIH HACKOPO HH(APKT Ha MHOKapa HITH ¢ IEKOMIIEHCHPAH
HEA0CTATBYHOCT.
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ENeKTpO/AMTHHTE HAPYILEHHUS, KATO XMIIOKATHEMHS H XMIIOMAarHe3HEMHKA NOBAIIABAT pHCKA OT
MaJIATHEHX apUTMHH H TpsaOBa Aa 6baT KOpUrHpaHd NpeAd HavajloTo Ha TepanuiTa ¢ WHTATONPAM.

[Ipeay fa 3anouHe NEUESHHETO HA NALMEHTH ChC CEPHO3HH Chp/leuHH 3a0019BaHMA 3A/[B/DKHTENIHO C€
npaBy olieHka Ha EKT'.

AKO IO BpeMe Ha JIe4eHHE C IMTAN0NpaM ce HA0IIoAaBaT MPU3HALH Ha ChpACtHa apHTMHA JICUEHHETO
¢E NMPEeyCTAHOBABA U C€ HasHavaBa NPOBEKAAHE Ha EKT'.

3aKpUTOBLILIIHA TJ1ayKOMa
SSRIs, BKITIOYHTETHO LIMTATIONPAM, MOTAT JIa OKaXKaT €(EeKT BbpXY pasMepa Ha 3€HHLATa J10

muApHuasa. Tosn MuapuazeH eeKT MMa MOTEHUKHAN ia CTECHH BrbjIa HA OKOTO, KOETO BOAX /10
[OBHIIABAHE HA BBTPEOYHOTO HAIAIAHE H 3aKPHTOBIBIHA FIAyKOMa, 0COOCHO NPH MPeApasnoNoKeHH
naweHTH. [Topaau ToBa uuranonpaM Tpa6sa a ce H3MOJ3BAT ¢ MOBUMICHO BHHMAHKE MpH NALHEHTH
ChC 3aKPHTOBIBJIHA [J2YKOMA HIH ¢ aHAMHE3a 34 I1ayKoMa.

Turpupane na fo3ata
B HAaualoTO Ha JIUEHHETO MOXKE [1a ce TIPOABH De3chbHUe U NOBHIIEHA B30y, B TAKBB CIIy4ald MOXeE
Ja ce NPWIoKHA TUTPHpaHe Ha 103aTa,

4.5. BiammoaeiicTBHE ¢ APYrH JeKAPCTBEHH IPOAYKTH H ApYry ¢opMH HA B3IAHMONEHCTBHE

dapMakoIMHAMUYHHN B3aUMOAECHCTBHA
Ha dbapMakoaHHaMHYHO HHBO Ca JOKJIAABAHM CTy4aH Ha pa3sBUTHE HA CEPOTOHMHOB CHHIIPOM T1pH
e JHOBPEMEHHO NPWIOKEHHE HA UMTATIONPaM ¢ MOK106eMHUa H OYCIHPOH.

IIpomusonoxazanu xomounayuu

MAO-unxubumopu

EHOBPEMEHHOTO APWIOAKEHHE Ha IETanonpaM 1 MAQO-HHXHOUTOpH MOXKE [1a IOBEE 10 CEPHO3HH
HEXEJIAHH PEaKLIMH, BKJI. CEPOTOHHHOB CHHAPOM (BX. TOuKa 4.3).

MMa cBhOOIIEHH CTYYal HA CEPHO3HM, IMMOHAKOTa (aTaTHH PEAKLUHH, NPH NALHCHTH, NPHCMallli SSRI
npoayktd B komGuHatms ¢ MAQO-naxuburopi (MAOH), BRITIOYHTETHO HeoOpaTumus MAO-
HHXHOMTOP CeNETHNHH 1 06paTHMUTE MAQO-HHXUOHUTOPH THHE3ONHA U MOKIIOOEMH]L, KAKTO H MpH
MalieHTH, KOUTO HACKOPO ca npekpatriy jiedernreto ¢ SSRI u ca 3anoyHaiy JeHCHHUE € MAOQO-
UHXHOHUTOP.

[IpM HAKOH CIyYaH CHMITOMHTE Hanoao0sBaT CepOTOHUHOB CUHAPOM. CHMITOMMTE Ha
IEKAPCTBEHOTO B3aUMOJIEHCTENE Ha [uTaonpaM ¢ MAO-HHXHOMTOPH BK/IIOWBA: TPEMOP, MUOKJIOHYC
W XHTIEPTEPMHSA, PUTHIHOCT, BEN€TaTHBHA HeCTaGHITHOCT ¢ Bhb3MOXKHH OBP3H KosiebaHus Ha
JKHU3HEHUTE M0KA3ATEINH, IPOMEHH B TICHXHYHOTO ChCTOSHHE, KOMTO BKIIOUBAT OOBPKBAHE,
pa3Ipa3HHTEAHOCT ¥ Bb30yaa, Nporpecupania a0 AeTHPHYM U KoMa (BXK. TOUKA 4.3).

Vowaoicasane na QT unmepeana

He ca npoBexaanu HapMaKOKHHETHUHH H (apMaKoMHAMHUYHH POy 4BaHuUs 32 B3AHMOCHCTBUS

MeXy LIMTATIONPAM H JPYTH NeKapCTBEHH MPOAYKTH, KOUTO yan/kasat QT HHTEpBana. He moxe na

ce H3KUTIOUHM HAJTMYMETO Ha aAMTHBEH edekT mexay Tax. [lopaan Topa €AHOBPEMCHHOTO NPHEMAHC Ha
LMTANONPAM ¢ JICKApCTBEHH MPOAYKTH, KOWTO yab/bkaBaT Q1 HHTEpBasia, KaTo Kiac laulll
AHTHAPUTMHLIH, AHTUIICHXOTHLIH (Hanp. MPOU3BOAHH HA QEHOTHA3HHA, TUMO3H/L, XATOTICRIAO;
TPULIMKIIMYHH AHTHAENIPECAHTH, HAKOH NPOTUBOMHKPOOHH JIeKapCTBEHH CPeacTBa (L g\‘\\l”ﬂ HN
crniapNoKcalMH, MOKCHIOKCALIMH, €PUTPOMHLIMH 1.V., IEHTAMHIKUH, IPOTHBOME ( @ geoOct 5%3 \

e
xanoaHTpHH), HIKOM AHTHXHCTAMHHH (aCTEMHU30J1, MH30JIACTHH) € MPOTHBOTIOKFFaR0/ o e G
If'-' 1
HTumozuo c e . f".l

JpHENMally &

~2%
E/IHOBPEMEHHOTO MPHJIOKEHHE HA TMMO3MA B €THOKPATHA /1032 OT 2 mg IMpH nary Hﬁ'.l:f“
palieMHYeH LMTANoNpaM B AHeBHa 1033 40 mg B npoaemkeHre Ha 11 aHH, BOIM 10 n\\ CHH

.' ] i " - -

crofinoctd Ha AUC ¥ Ciax HA TMMO3H, BBIIPEKH, Y€ He ce Habnroasa NOCTOAHHO MO BREAMT 12 =™

o
i
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npoyusaHeTo. KOMOMHHAPAHOTO NPWIOKEHHE HA THMO3H] H LIMTANO0NPaM BOAHA A0 CPEAHO
yabkasane Ha QTc untepsana ¢ npubnusurento 10 msec. [Topann HabmoaaBanuTe
B3aMMO/IEHCTBHAA OIPH HUCKH JJO3H MHMO3K/, EAHOBPEMEHHOTO NPIWIOKEHHE HAa IMTAIONIpaM H
NUMO34] € IPOTHBOIIOKA3AHO.

Kombunayuu, usuckeauiy NpeonasHu MepKi npu ynompeba

Cenrecunun (cerexmueen MAQO-B unxubumop)

[IpoyuBane 3a HapMaKOKHHETHYHH/(papMaKOJHHAMHYHH B3aHMOACHCTBHA ¢ €THOBPEMEHHOTO
NPUIOKEHNE Ha LIMTAIONpPaM B THEBHa 1033 20 mg H cenekTHRHEA MAQ-B HHXHOMTOP CeNErnuny B
nHeBHa Ao3a 10 mg He ce HabNOAaBaT KIMHMYHO 3HAYMMH B3aUMO/IEHCTBHA. ENHOBpEMEHHATa
yrnoTpe6a Ha LUTAJI0NPaM M ceJIerwinH (B 103 HaABUIDaBaly 10 mg AHEBHO) € NPOTHBOMOKa3aHA
(BK. TOuka 4.3).

CepomoHunepeuyRu IeKAPCMEeHU seljecmed

JIuTuii 1 TpunTOdaH |

He ca ycraHoBeHHM dapMakoAMHAMUYHHI B3aUMOICHCTBHA MPH KIHHHYHH H3ITUTBAHKA C
eHOBPEMEHHO NIPHIMKEHHE HA LMTANONpaM M InTuit. ChuiecTByBatT obaye ChoD1EeH#Hs 32
noreHlHpaHe Ha edextuTe, Korato SSRI ce npuiaraT eTHOBPEMEHHO C NUTHH Wik TpunToday,
NOpaJid KOeTO eJHOBPEMEHHOTO NPWIOKEHHE Ha HUTAJIONpaM € TE€3H IIPOIYKTH TpsibBa na cTapa ¢
OBHINEHO BHUMaHHe. PYyTHHHOTO NpocieAsBaHe Ha KOHLEHTPaLMHUTe Ha THTHH TpaOBa Ja NpOABIXKH,
KaKTO OOMKHOBEHO.

EnHOBpeMEHHOTO NpHIaraHe cb¢ CEPOTOHHHEPrHYHH JICKAPCTBEHH BELLICCTRA (Hamp. TpaMaaod,
SynpeHOp(HH B CYMATPHIITaH), MOMe a A0Bede A0 nopimasane Ha 5-HT cebp3anuTe eeKTH.
JlokaTo He OBbe HAJTHYHA [10-HATAaThLIHA HHpOpMaLHs, € THOBPEMEHHOTO TIPHJIOKEHHUE Ha
nutanornpam u 5-HT aroHKMCTH, KaTo CyMaTpHITaH H IpYrd TPUITaHH HE C€ NPCTIOpLYBa (BK.
To4Ka 4.4).

AKovam xaumapuon

B13MOXHO € 1a ce HaGmogapaT GpapMakoAHHaMHMHH B3auMoaekicTBus mexay SSRIs H paCTHTEHH
MPOLYKTH, ChAbPIKAILH XKbJIT KaHTaApHOH (Hypericum perforatum), KOeTO BOAH 0 NOBHILICHA YECTOTA
HA HEKEJIAHUTE JTEKAPCTBEHH peaKIyH (B, Touka 4.4), OapMakOKHHETHYHHMTE B3aMMOACHCTBHS He ca
ITPOYYECHH.

Xemopazuu

BuumaHHe € HEOOXOJMMO NPH MALMEHTH, KOUTO Ce JICKYBAT €JHOBPEMEHHO ¢ aHTHKOAry/1aHTH H
NPONYKTH, KOHTO MOBIHABAT QYHKIMATA HA TPOMOOLIUTHTE, KATO HECTEPOUIHH
npoTupropb3nanuTendu gekapersa (HCIIBC), aneTmicaiMunacBa KHCCIMHA, IATTAPUIaMO H
TUKJIONHANH WM JPYTH JIEKapcTBa (HANp. aTHIHYHH AHTHIICHXOTHIH, GCHOTHA3HHH, TPHLIHKITHYHH
AHTHIENPECAHTH), KOWTO MOTAT /1a [IOBHIUAT PUCKA OT XeMOparuH (BX. To4ka 4.4).

EKT (enexmpoxongyicuena mepanus)
He ca nposexxJaHH KIWHHYHH W3MTBAHHMA 33 yCTAHOBABAHC HA PHCKOBETE HITH NOIBHTC OT
koMGUHHpaHaTa ynorpeba Ha LMTANONpaM W enexTpo-kouByiicHeHa Tepanus (EKT) (Bx. Touka 4.4).

Aakoxon
He ca yCTaHOBEHH KJIMHMYHO 3HAYHMH japMakoAHMHAMHYHA Wi (PapMAKOKHHETHYHH

B3aUMOJCHCTBHA MEXY LIMTAIONPaM H alkoxoi. Beopeky Topa, KOMOHHALMATA MEXTY UHTAONpaM
1 AJIKOXOJ1 HE CE€ NPENnopbYBaA.

Jexapcmeenu sewgecmea, npeduseureawyu QT yovadcasane win XunoKaiueMuy/x
Heo6xoauMo € NOBHILEHO BHHMaHHE NPH € THOBpEMEHHA ynoTpeda Ha NeKapcTB
NpeAM3BUKBAIIA XUNOKAJTHEMUSA/XHIIOMArHE3UEMHS, Thi KaTO Te3W ChCTOAHHUA MN[IB

iy
Ma/IMTHEHH apUTMHKH (BXK. To4Ka 4.4). EAE
Q o] : - "
pr
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Jexapcmeenu eewyecmed, NOHUNCABALYYU RPA2A HA NOABG HA 2bPUOBE

SSRIs moraTt na noHWXKAaT repuoBMs npar. Heobxoaumo € NoBHINEHO BHHMAHHUE TIPH CIHOBPEMCHHOTO
NPWIOKEHHE HA LIHTANONPaM ¢ IPYry AEKapCTBEHH NPOAYKTH, KOMTO MOTaT Aa NMNOHWXKAT mpara 3a
MOABA HAa IbPUYOBE, KATO aHTUJIETIPECAHTH (TPHLUUKIHYHYM, SSRIs), HeBponenTHiM (Oy THPOGEHOHH,
THOKCAHTHHH ), MeDIIOKHUH, OYNIPONMHOH H TpaManodn).

PDapMaKOKHMHETHYHH B3AUMOACHCTBHA

buoTpaHchopMaLHaTa Ha LUTAJIONPAM KO ACMETHILUTAIIONPAM € ONOCPSACTBaHA OT HAKOH
H30€H3MMH Ha LATOXpoM P450-cBbp3anara eH3uMHa cucteMa, karo CYP2C19 (~38%), CYP3A4
(~31%) u CYP2D6 (~31%). DakThT, Ye LMTATONpaM ce MeTaboIH3Kpa OT noeede oT eauH CYP
03HAYaBa, Y€ MOTHCKAHETO HA HEroBaTa OHOTpaHChOpMalIMA € MAIKO BEPOIATHO, ThH KaTo
[MOTHCKAHETO HAa €JIHH M30€H3HM MOKE Ja ce KoMMneHcHpa ot apyr. Ilopaau ToBa B KITMHHYHATA

MPaKTHKA € JHOBPEMEHHOTO MPIIMKEHHE Ha LIMTAJIONpaM ¢ JApYTrH JEKApCTBEHH [IPOAYKTH € MaJIKO
BEpPOATHO Jia NpEeAU3BHKA (apMaKOKMHETHHYHH JIEKaPCTBEHH B3aHMONEHCTBHA.

Apana
Hsnma cwolinenns 3a nosnuapaHe Ha abcopOuMaTa HiIH Ha Apyr4 ¢dapMakOKHHETHYHH MOKa3aTe/H Ha

[IUTAJIONPAM OT NIPKHEMA Ha XpaHa.

Brusnue na opveu aexkapcmeenu npoOvKmu 8bpXy (QapMaKoKuHemuKkama Ha Yumanonpam
EnnoBpemenHo npueMane ¢ kerokoHazon (MoweH CYP3 A4 uaxuOurop) He NpoMeHA
(papMaKOKMHETHYHUTE MapaMeTpH Ha LHUTAJIONpaM.

PapMaKOKHHETHYHO MPOYYBAHE 33 B3aWMOAECHCTBHE MEXK/LY JIMTHH H LIWTAJIONpaM HE MOKa3Ba
(apMaKOKHHETHUHH B3aHMOAEHCTBHA (BX. CHLIO [10-HATOPE).

LIMMETHHH

U3BecTHHAT €H3MMEH HHXUOUTOp LMMeTHAKH (MoleH HHxuOHTOp Ha CYP2D6, 3A4 n 1A2)
MOBHILIABA YMEPEHO CPEIHHTE CTALIMOHAPHH TIA3MEHH KOHLIEHTpaLUnH Ha umnranonpam. llopanu Tosa,
OPH €JHOBPEMEHHO NMPUIOKECHHE HA LIMTANIONPAM ¢ LIUMETHIHH C€ H3HCKBA MOBHUICHO EHHMAHHC.
BBE3MOXKHO € a C€ HAJTOXKH KOPHTHpaHe Ha 1o3aTa.

CYP2C19 sinxubutopu
EaHOBPEMEHHOTO NPHIOKEHHE HAa ECLMTAIONPAM (aKTHBHHSA CHaHTHOMEP Ha LUTAJIONpaM) ¢

oMenpazon 30 mg exnokpaTtHo aHeBHO (CYP2C19 unxubutop) npean3shksa ymepeHo (okono 50%)
MOBHILIZBAHE Ha [LUIA3MEHMTE KOHLIEHTPALMH Ha ecuuTanonpam. [lopaxu ToBa e HEOOXOIUMO
MOBMILIEHO BHUMAaHHE NIPH €IHOBPEMEHHOTO NMpwiokeHue Ha uuranonpam ¢ CYP2C19 uexuOutopn
(Harp. oMenpason, ezoMenpason, GaykoHason, GIyBOKCAMUH, IAH3OTPA30Jl, THKIOMHMINH ) HITH
LHMeTHAWH. Kopekuua Ha Jo3aTta MosKe [ia € HeoOxoauma, peIBU] MOHHTOPHHIA Ha HEXKCIAHHTE
peaklUMH NpU eTHOBpeMeHHa yroTpeba (Bxk. Touka 4.4).

MeTtoIpoaon
[IpenoppuBa ce¢ MOBHILIEHO BHUMAHKE, KOMraTO LIMTAJIONPAM CE NpHara € JHOBpEMEHHO € JICKAPCTBCHH
MPOAYKTH, KOUTO ¢€ MEeTaDONN3UPAT IJIABHO OT TO3W €H3HM H HMAT T€CeH TCpaneBTHuEH HHIACKC,
Hanp. GAcKanHI, MponadeHOH H METOMPONO {KOraTo Ce H3Mo3Ba NPH CHPACYHAa HEOCTATHYHOCT),
WM HAKoH aeticTeami Ha LIHC nexapcTBeHH MpoayKTH, KOHTO ce META0OIM3KHPAT INIaBHO OT
CYP2D6, Hanp. aHTHACTIPECAHTH KATO JC3IUNMPAMUH, KJIOMUIIPAMUAH H HOPTPUIITHIHH WIH
AHTHUNCHXOTHLIH KaTO PHUCIICPUACH, THOPHIA3HH U Xanonepuaon. Be3aMoKHO € Ja ¢e HalQ
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Edexmu na yumanonpam eopxy opy2u iekapcmeenu geuiecmasa

B1B dpapMakoKHHETHYHO/(hapMaKOoJMHAMKHYHO MPOYYBaHE 3a JICKAPCTBEHH B3AaHMOJCHCTBHS TIPH
eIHOBPEMEHHO MPIIOKEHHe Ha LMTAIONpaM H Metonponon (cyberpat Ha CYP2D6) ce Habmonasa
IBYKPATHO YBEIMYEHHE HA TUTA3MEHHTE KOHLEHTPALHH Ha METOIPOOI, HO HE ce HabmonaBar
KIMHWYHO 3HAYHMH €(PeKTH BbPXY aApTEPHATIHOTO HAATaHE H ChpJe4HATa 4eCTOTa IIPH 3/IpaBH
A0OPOBOJILA.

[yranonpaM ¥ TeMETHILHMTAIONPaM ca He3HAUMTETHH HHXHOUTOPH Ha CYP2CY, CYP2El n
CYP3A4 u camo crabu uaxuburopr Ha CYP1A2, CYP2C19 u CYP2D6 B cpasHenme ¢ Apyru SSRI
NPOAYKTH, 32 KOUTO € YCTAHOBEHO, Y€ Ca CHJIHM HHXHUOUTOPH.

JlesomMenpomazun, ucoKCUH, KAPOAMAZENUH

He ca ycTAHOBEHH HITH ¢4 YCTAHOBEHH HE3HAUMTENIHH IPOMEHH BBB (papMakoKHHeTHKATa Oe3
KIIMHUYHO 3HA4YEHHUE NPH €XHOBPEMEHHOTO NpUIokeHue Ha nutanonpam ¢ CYPLIA2 cyberpatn
(knozanmuH ¥ reodunun), CYP2C9 cyberpatu (Bapdapun), CYP2C19 cybctpatn (WMUNIPaMHH H
mededdTouH), CYP2D6 cyberparu (cnapredH, UMHTIpaMBH, SMUTPUIITHIINH, PUCTIEPUIOH) H
CYP3A4 cybcrpatd (Bapdapyl, kapbamMasenydy H HErOBHAT MeTalboaHT KapOaMa3enuH ernoKCua H
TPUA30JIaM ).

He ca ycTaHOBEHH (hapMakOKWHETHYHHU B3AUMOACHCTBHA MEXAY LMTAIONpaM H JICBOMENPOMa3HH HITH
NMIOKCHH {KOETO IMOKAa3Ba, Y€ LIMTATONPaM HHTO HHAYLMpPa, HUTO HHXHOHpa P-rHKoNpoTerHHa).

Hesunparun, umunpamus

B1e dpapMakOKHHETHYHO [IPOYYBAHE HE C& YCTAHOBABA €(PEKT BLPXY KOHUCHTPALMKTE HA LIHTAIONIpaM
H UMHIIPAMHH, BLIPEKH Y€ CTOMHOCTHTE HA A€3UNPAMHH, OCHOBHHA MeTabONHMT HA UMUIIPAMHH CE
nosuiuaeat. [Ipy KOMOHHHPAHOTO MPHIMKEHHE Ha NE3UMHIIPAMUMH ¢ LMTAI0NpaM ce Habmonabar
MOBHILEHH [UIA3MEHH KOHLIEHTPALMH Ha AS3HIIPAMHH. BE3MOXKHO € 1a BB3HHKHE HE00X0AMMOCT OT
MOHHKaBaHE Ha N03aTa Ha JEe3HIPaMUH.

4.6 DepTuaHTET, GpEMEHHOCT H KbPMEHE

bpeMeHHOCT

IIy6nukyeaHH T1aHHH TIpH GpeMenHH xkeHu (noseve oT 2 500 OTKpUTH pe3yJ/ITaTH) HE NIOKa3BaT
HATHYHE HA MalGbopMaTHBHa deTo/HEOHATATIHA TOKCHIHROCT. BBIpekH ToBa IHTANONpPaM He TpaORa
1A cE M3MON3BA 10 BpeMe Ha OPEeMEHHOCT, OCBEH IMPH KaTeropuyHa HeoOXO0IUMMOCT H caMoO Clie]

BHUMATCIIHA NPCUCHKA Ha CHEOTHOIUCHUCTO noﬂ:aafpucx.

HoBopoaeHHTe, UMUTO Maifkyl MPUEMAT LIUTANONPaM O BpeMe Ha KbCHUTE eTany Ha OpeMEeHHOCTTa,
ocODEHO Npe3 TPETHI TPHUMECTDD, TpaOBa da ObaaT npocneasBaHd. BHesanHo npekparaBaHe Ha
TepanuaTa TpaOBa Aa ce H3bArBa Mo Bpeme Ha OPEMEHHOCT.

[Tpu HOBOpPOACHH, YMHTO Makiki ca npuemanu SSRI/SNRI npoaykTH no Bpeme Ha KECHHTE €TaNK Ha
OpeMEHHOCTTA € Bb3MOXHO Ja ¢¢ HaOMmoAaBaT CICAHHTE CHMITTOMH: PECIIHPATOPEH JUCTPEC,
I{HaHO3a, alHed, FbPYOBE, HECTAOWTHA TeMIiepaTypa, 3aTpy AHEHHS IIPpY XpaHeHe, NOBPBbLIAHE,
XHIOTJIHKEMHSA, XHIIEPTOHHA, XHNOTOHUA, XHNIEppePAECKCHA, TPEMOP, HEPBHOCT, pa3apasHHTEIHOCT,
fieTaprua, NOCTOAHEH ILUIaY, COMHOJIEHTHOCT W 3aTPY/IHEHO 3acMUBaHe. T€3M CHMIITOMH MOTAT 71a ¢€
Tb/DKAT, KAKTO HA CEPOTOHHHEPTHUHH eeKTH, TaKa H HA CUMITTOMH Ha OTHeMaHe. B roisma 4acTt ot
Clly4anTe Te3H YCIOKHEHHS ce HabMoaBaT HEeNnocpeCTBEHO HITH B ITbPBUTE 4acose (<24 vaca) ciell

PAKAAHETO.

EnmuaeMHOTOrHYHE NpOy4YBaHKA MTOKA3BAT, Ue nmpuaaraneTo Ha SSRIs mo Bpeme Ha
0co0€eHO npy Hanpearana OPEeMEeHHOCT MOXKe [1a IIOBHUIH PHCKa OT MOsSBa Ha Nepce
BenoapobHa XHNepTOHHS NpH HOBOpoAeHoTo. HabaroaapanuiT puck € mpubamn3m
1 000 6pemennocTy. B obinata nonynanus ce HaGmonasar | no 2 ciyyas Ha 1 00 '%;
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OO6cepBallMOHHHTE JaHHH MOKA3BaT MOBUIIEH PUCK (TTO-MAJIKO OT 2 ITBTH) OT INOCIEPOAOBO
KpbBOTEeUeHHe cnel excnosuuus #a SSRI/SNRI B paMkHTe Ha nocneAHUs Mecel] PEAN PaXXIaHETO
(BXK. TOUukH 4.4 u 4.8).

KbpmeHe

Lluranonpam ce eKCKpeTHpa B MAHIWHOTO MIAKO. CUHTA ¢€, Y€ KBPMAayeToO MOXKe Ja NMpHeMe
npHOIH3HTENHO 5% OT MpUeTaTa AHEeBHa A03a oT MaiikaTta (B mg/kg). EdexkTv BEPXY KbPMAUueTO HE Ca
YCTAaHOBEHU WM ¢a Onnn cnabo u3paszenn. Hanuunata uHopMauHsa He € J0CTaThyHa 3a a ¢€ OLCHH
PUCKBT 3a AeTeTo. [lpenopryra ce MOBHLICHO BHUMAHUE.

DOepTHanTeT
JaHHH OT NMpOYYBaHHA BLPXY XKHMBOTHH IOKA3BAT, Y€ LUTAIONPAM MOXKE 14 OKAXKE BIUAHHC BBPXY
Ka4eCTBOTO Ha crepMara (BxK. Touka 5.3). Joxknand oT ciiyuau nipa xopa ¢ Hakon SSRIs nokasear, 4e

e eKThT BbPXY KaueCTBOTO Ha crepMata € obpatuM. [lo cera He e HabmoAaBaHO BIIMAHUE BBPXY
¢depTIIHTETA IPH XOpA.

4.7 EdexrTH BbpXy cnnocobHocTTa 33 WipHpaHe H padoTa ¢ MAIIHHHA

[{irraionpam HMa MHHHMAITHO HJTH YMEPEHO BJIMSHHME BBPXY CMIOCOOHOCTTA 3a mwopHpare H padoTa ¢
MALLIHHH.

[lcuxoakTMBHUTE JEKApPCTBEHH NPOAYKTH MOTAT Aa HAMaJIAT CMOCOOHOCTTA 32 B3EMAHE Ha PELICHUC U
PEAKIIMH TIPH KPUTHUUHH cuTyalui. [lanmenTure tpabea na 6baat uHGopMHUpaHu 3a Te3M eeKTH K J1a
ObIAT NpeayIpeacHH, e cnocoOHOCTTa HM J1a odHPAT WK A2 YIPaBJIABaT MalIMHH MOXe aa Obae
MORJIHAHA.

4.8 Hexenann JekapcTBeHH peaKkiuy

Hexxenanure nekapCTBEHH peakLiMH, HaOMOJABAHH ¢ HUTAIONPAM OOMKHOBEHO Ca JICKH U NMPEeXOIHH.
Te ca Hali-yecTH npe3 MLPBUTE €/1HA WAK JBe CEJMHLIM OT JIEUEHHETO H OOUKHOBEHO BIIOC/IE/ICTBUE

otcnabrar. HexxenaHure peaxiyy ca nMpeIcTaBeHn ChIJIaCHO NPEANOYMTaHATa TEPMHUHONOTHA O
MedDRA.

3a cneHUTE PeaKIiH € YCTAHOREHA JI0303aBHCHM €(peKT: NOBHIICHO H3NOTABaHe, CYXOTa B YCTAaTa,
Oe3cpHUE, COMHOJIEHTHOCT, JHApHA, rajcHe H yMopa.

Tabnunara nokaspa NMPOLEHTA HAa HEXENaHH JIEKAaPCTBEHH PEAKLHUH, CBLP3aHH ¢ ynorpebaTta Ha SSRI
W/HNH LUTaNonpam, KoiTo ¢e nabmogasa npy >1% oT AauHeHTHTE B ABOHHO-CCNH mauedo
KOHTPOJIUPaHH NMPOYUBAHKA WIH B IIOCTMAPKETHHIOBUA nepuoa. YecToTHTe ca nePHHHPAHH KATO!
MHOTO YecTH (=1/10), uectr (>1/100 no <1/10), veuectn (=1/1 000 no <1/100), peaxu (=1/10 000 oo
<1/1 000), MrOrO peakH (<1/10 000), c Hen3BecTHa YyecToTa (OT HAJTHUHHTE JAHHU HE MOKe Ja Obe
HATIPABEHA OLICHKA).

CHeTeMO-OpranHH KJIacoBe YecroTa Hexe/1aHn /ICKAPCTBEHH PEaKNHH
Hapvuenus na kpoema u C meussectHa | TpoMOouuroneHud

aummama cucmema 4ECTOTa

Hapyuienua na umynnama C HenssecTHa | CBPBXYYBCTBHTEIHOCT, aHAQH/IAKTHYHH
cucmema 4eCcTOoTa peaKkiuH

Hapyutenua na encoxpunnama C gHeuseecTHa | HeanexBaTHa cekpelis Ha aHTHAHYPECTHYECH
CUCIMEMA 4yecToTa XOPMOH, XHIIEPNPOJAKTHHEM
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Hapywienwr na memaboruzma u | HYectu HamaneH aneTuT, HaMaJIgBaHE HA TEIAESCHOTO

XpaHenemo TErJao
HeuecTH [lopMiueH aneTuT, NOBUILIABAHE HA
TEJIECHOTO TEIJIO
Penku XHNOHATPHEMHA
C HenzpecTHa | XHNOKATHEMHSR
yecToTa
Hcuxvwunu napyuenus YectH B130yna, mOHHKEHO THOHNO, TPEBOKHOCT,

HEPBHOCT, ChCTOAHUE Ha OOBPKAHOCT,
aGHOPMEH Opra3bM (TTPH KEHH), AOHOPMHH
ChHHILA, arlaTud

HeuecTH ATpeCHBHOCT, AENEPCOHANU3AlINA,
XaNOLHAHALIAH, MaHUA, €y Popus

C neussecTHa | [laHMueckHd IPUCTBLIH, OPYKCH3BM,

YeCcToTa 0e3MOKOHCTBO, CYHLH/IHA HACALIH,
CYMUHAHO noBejeHHe™*
Hapywenua na nepsnama MHoro yectu COMHOJIEHTHOCT, 0e3¢hHHE, r1aBodoIHe
cucmema Yectw Tpemop, napecTe3uM, 3aMalHBaHe, HapYICHO
BHHUMAaHHE
Heuectu CHHKoOMN
Penku ['spuore (THO ,,rpaHa Man''), IHCKHHE3HUA,

HAPYUIEHHA BHB BKyCa
C neussectHa | KOHBYJICHH, CEPOTOTHHOB CHHAPOM,

YyecToTa EKCTPANUpPaMUIHN HApYILEHHUA, AKaTH3UA,
JIBHTATE/IHU HApYILEHUS
Hapywenusa na ouume Heuectn Miuapuasa (KOETO MOXKeE J1a € TPHYHHA 34

Pa3BUTHETO HA 3aKPHTOBIbIHA IT1ayKOMa)
C Hen3BecTHa | 3PHUTEHH CMYILUECHAA

HECTOTA

Hapyvwenus na yxomo u YecTH [Lym B yurire

aabupunma

Covpoeyuriu Hapyuenus HeuecTH bpaaukapaud, Taxukapaus
HewnzeecTHa Vabsmxasane Ha QT-unreprana Ha EKI
4eCTOTa KaMEPHH TaXUKapAHWH, BKIKOUHTEIHO H

torsade de pointes

Cv006u HApYIIEHUS Penknu XeMoparui, OpTocTaTHYHa XUNOTOHUA

Pecrnupamopnu, 2pvonu u YectH [Ipo3gaBane

MECUACMUHATHU HADVIHEHUA
Peaku Kauutnia

C HeH3BECTHA EnucTakcHuc
HYecToTa

Cmomauino-upesnu napyuwenus | Muaoro yvectu | Cyxora B ycTarta, raacHe

YecTH Huapusi, NOBpBLUIAHE, 3aMEK, JHCTISNCHS,
abnoMHHAIHa OOMKA, ra3oBe, 3aCHJICHA
cajJvBalms

HeuseectHa ["'acTpOHHTECTHHANHO KBPBEHE

4ECTOTa _PEKTA/IHO KbPBEHE)

Xenamoounuapru HapyuteHus Penxu XenaTir

C HenseectHa | IlpoMeHu B 4epHOApPOOH

4ecToTa TE€CTOBE
Hapywenun na xoocama u MHoro yectH [IoBHIMEHO U3NOTABAHE \
NOOKOMCHAMQ MbKAH YecTH [Mpyputyc

Heuectn VpTukapus, ajgoneLus, o0pus,

peakLHu Ha GOTOUYBCTBHTETHOCT
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C newsBecTHa | ExxmMmo3a, anrnoeaem

YeCTOTa
Hapywenus na mycxyano- YecTn Muanrus, apTpajirua
CKEAeMHAma cucmema u
CHEOUHUMETHA-TNG MBKAH
Hapywenua na 6ovbpeyume u HeuecTH PereHuus Ha ypuHaTa
RUKOYHUME nbmuwa
Hapywernus na YectH HMMIIOTEHTHOCT, HapyLIEHHE B eAKYJIALHATA,
8BINPOUILOOUMENHAMA HEBB3MOXKHOCT 3a esKy/alna
CUCTREMA U 2bPOama Hevectn KeHu: Menoparus

HeuspecTHa Xenn: Metpoparus, nocnepoaoBo

4ecToTa KPpbBOTEHEHHE ¥ *;

Muxke: 1lpuanuseM, ragakropes

Obwyu napywenusn u egexmu na | Yectu YMopa, nupekcHs
MACMOMO HA RPUIONCEHRUE HedyectH Enem

bpoi nanmenT: uuranonpam/mnanedo = 1346/545

"CilydaH Ha CYMUMIHU HAEALMS U CYHUH/HO NOBEASHHE ca GWIM HOK/IAJBaHH B X0/ Ha JICYEHHE C
HUTAJIONPAM WIH CKOPO ClleA NPEYCTAaHOBIBAHE HA JEUYCHUETO (BXK. TOUKa 4.4).
** Tora cu0UTHE € choOLIaBaHO 3a Kiaca aekapetea SSRI/SNRI (Bk. ToukH 4.4 1 4.6).

KOCTHH (hpakTypu
EnxaeMHoIOTHYHA NpOy4BaHHA, BKJIIOYBAILH ITIABHO MALMEHTH HA BB3PAcT Ha 50 roguHy U noseve,

IOKa3BaT MOBHUICH PHCK OT KOCTHH QPaKTYpPH NpH NauMeHTH npreMamy SSRIs U TpHUMKIHYHA
aHTHIEMPECAHTH. MexaHW3MBT NMpeIU3BHKBALL TO3H MIOBHLIEH PHUCK HE € H3BECTEH.

Y nbixasade Ha QT HHTEpBana

[Io BpeMe Ha NOCTMApKETHHIOBHA MEPHOJ ca HAOMOAABaHH CTydad Ha yawpKed QT uxTepBa u
KaMEPHH apUTMHH, BKITIOUHTEIHO M torsade de pointes mpeaMMHO NIPH NMALMEHTH OT KEHCKH N0JI, ¢
XUNMOKAJIHEM#A K ¢ NpeaulecTsal yawpkasane Ha QT uHrepBaia Wi Apyrd cCbpaeqyHHA
3a00aaBaHus (B, Touku 4.3, 4.4, 4.5, 4.9 1 5.1).

CUMNTOMH Ha OTHEMaHe, HabnioNapaHy Ipy NpeKkpaTaBade Ha geyeHueto ¢ SSRI

[IpeycTaHoBsaBaHe MpHeMa Ha LHTATONPaM (0COOEHO NPH PA3KO NPEKLCBAHE), YECTO BOAH 10
CHMIITOMH Ha OTHEMaHe. 3aMaiBaHe, CETUBHH HapyllIeHAS (BKIIOUYMTETHO MapecTe3us ), HapyLIeHHS B
ChHA (BKJIIOYHTETHO OE€3ChHHE H HANPErHATH CHHMLIA), TPEBOXHOCT HITH Ge3MOKOHCTRO, rajeHe W/niiu
MOBPBLIAHE, TPEMOP, KOH(PY3HA, H3NOTABaHE, IMaBoOOIHE, THAPHS, NANHUTALHH, EMOIIMOHAJIHA
HECTAOMITHOCT, pa3ApPasHUTENHOCT H BU3YAIHX HAPYLICHHS ¢a HAH-4e€CTO JOKIAABAHHTE PeaKiIUK.
Haii-001110 Te3n peakiuu ca cnabu 50 yMEPEHH M caMOOrPAHHHYABALLM C€, BBIPEKH Y€ MPH HAKON
MAaLMEeHTY T¢ MOTraT Aa ObAAT TEXKKW WK npoTpaxupanH. Korato Bede He € HeOOXOIUMO JIEUEHHE C
LMTAIOTIpaM ce Npenopb4Ba MpEeYCTAHOBABAHETO HA MPHEMa /1a CTaBa Ype3 MOCTENEHHO MOHWKABAHE
Ha fo3ata (BXK. ToukH 4.2 u 4.4),

CrobuiapaHe Ha NOJO3ZHPAHK HeKENAHW PEAKIUH
CrobluaBaHeTo Ha NOJO3WPaHHU HEXETAHH PEaKUMH CITe/l paspelliaBase 3a ynorpeba Ha leKapcTBEHHS

NoAO03MpaHa HEXKellaHa peakuus Ypes M3nwnHuTenHa areHUMs no JeKapcTerara, yii.
Ne 8, 1303 Codns, ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpegosnpane

TOKCHYHOCT VIR // |
Hsama n3vepnaTenHy KIHHUYHH JaHHH 33 IPEI03HPaHE ¢ LIUTANIONPaM, KaTo B NMOBeHETO Cipagi-—""

NPEAO3UPAHETO € CNHOBPEMEHHO C APYTH JieKapcTBa W/ nin ankoxon. MMa ¢pollieHns 3a cityyau ¢
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daTanecH Kpai NpH caMocToATeTHa yroTpeba Ha LIKTANoNpaM, HO B OOJIIIHHCTBOTO OT CJIyUYaHTe Ha
(aTaneH H3xoa € HMANIO TIPE/IO3UPAHE C IPUAPYIKABAIIH JICKAPCTBA.

CHMIOTOMH

Habnropapanu ca clieIHHTE CUMITTOMH TP NpeJ03UpaHe ¢ LIATAIONpaM: KOHBYJICHH, TAXHKap/IH4,
COMHOJNEHTHOCT, YABRDKaBaHe Ha QT uHTepBaia, KOMa, NOBPBILAHE, TPEMOD, XHIIOTEH3H, ChPICUEH
apecT, raJieHe, CEPOTOHHHOB CHHAPOM, BL30yAa, Opaaukapaus, 3aMasHOCT, OeapeH OJIOK, yAB/KABAHE
Ha QRS, xunepronus, Muapuasa, torsade des pointes, cTynop, NOTeHe, LIHAHO3a, XMUINEPBEHTHIaLHA U
NpeACHPAHA H KAMEPHA apUTMHuS.

Jleuenue

He ¢ u3BecTed crnienmpryeH aHTUAOT Ha LUTasonpaM. JIeHEHHETO € CUMNTOMATHYHO H NTOAIBPKALIO.
Heobxoaumo e 1a ce npunoxkaTr aKTHBEH BBIVIEH, OCMOTHYHO ACHCTRAINM CIIaDUTENIHH CpeacTsa
(Hanp. HaTPHEB CYJI(aT) ¥ Ja ¢€ €BAKYHpa CTOMALTHOTO ChABPAKUMO. [ IpH HapyllIeHO Ch3HAHME,
NatMeHTHT TpadBa aa ce HHTYOHpa. [lpenopbura ce MosnTopupane Ha EKI™ u Ha BUTaIHUTE
NOKA3aTEeIM.

[Ipu npenosupaHe Ha NailMEHTH ChC 3aCTOHHA ChPASYHa HeAOCTATHYHOCT/OpaHapUTMHH, NIPH
MAlHEHTH HA €AHOBPEMEHHO JIEUCHHE ¢ JTEKapCTBa, KOMTO yabbKaeaT QT uHTepBana Wi Ha
MaLUEHTH C HapylueH MeTaboNH3BM, Halp. YepHoApOoOHO HapylleHue ce npenoprysa EKI
MOHHTOPHUPAHE.

5. ®APMAKOJOI'HYHH CBOUCTBA
5.1 PapMakoIHHAMHYHH CBOHCTBA

(DapMakoTepaneBTUYHA IPyNa; aHTHACNIPECAHTH, CCJICKTUBHH HHXUOUTOPH Ha 0OpaTHOTO MOEMAaHE Ha
ceporonrHa, ATC kox NO6AB04

[luranonpam e OHUHKUIHYMEH H300€H30(YpaHOB JIEPHUBAT, €(PEKTHBEH CpeIlly AENPECHH H CTPAXOBH
CbCTOSTHHUA.

MexaHHIbM Ha NeHCTBHE

bHOXWMHYHH U NTOBEAEHYECKHU MPOYHBAHKA [1OKA3BAT, ¢ HUTANIONPAM € aHTHIETIPECAHT ¢ MOIIHA H
CCNEKTHBHA HHXHOWTOPHA aKTHBHOCT [10 OTHOLUEHHE HA 00paTHOTO NIOEMAaHE Ha
S-xuapokcurpunTaMuH (3-HT, ceporonuH) B Mo3bKa. B pe3yntaT Ha IBJAroCpoyHO JIEYSHHE C
LIUTAJIONpaM He ce pa3sBHBA TOJICPAHC MO OTHOIISHHE HA HHXHOKpPaHeTO Ha OOpPaTHOTO NOEMaHe Ha
CEPOTOHHHA.

Linranonpam € BHCOKO CeNEKTHBEH HHXHOMTOP Ha 00paTHO 3aXBalllaHe HA CEPOTOHHHA, 0€3 WM ¢
MHHUMAIIEH e(peKT BBpXY 00paTHOTO NoeMaHe Ha HopaapeHanuH, nonamMuH 1 TAMK.

L{HTanonpaM He NpOABABA WIH UMa MHOTO ¢1a0 apMHUTET KbM CEpHA OT PEUEIITOPH BKIKOYBALILH
5-HT1a. 5-HT,, DA Dy u D; peuenropure, anda; -, andas -, OeTa-anpeHopeLIENTOPUTE, XHCTAMHHOBUTE
Hi, MyckapHHOBHTE XOJUHEPIHYHH, OCH301Ma3CTIHHOBHTE H OMTHMATHHATE PELIENTOPH.

dapmMakoIHHAMUYHH €(EKTH

[TorHckaneTto Ha REM-¢a3zaTa Ha ChHA MOXe J1a ¢€ CUMTA KaTo NPEAUKTOP HA aH
aciicTeHe. [lonodHo Ha TpHUMKIHYHHTe aHTHAEenpecaHTH, Apyrd SSRI u MAQO-H
Lmranonpam notucka REM-¢gazsara Ha cbHS M 3acCUiBa ae1Ta ChHA.

Berpeku ue nHtasonpamM He ¢e CBBP3Ba ¢ ONIMATHHTE PENIETITOPH, TOW [1OTEHLIMPA
AHTHHOLMLICTTTHBHHS e(heKT Ha Hall-yeCTO H3TOI3BAHHTE HAPKOTHYHH aHAJITETHIIM.
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IIpy Xopa HHTanonpaM He 3acAra KOTHHTHBHUTE (HHTEJIEKTYa/HH ) PYHKLHH H NCHXOMOTOPHKATAa, H
He MposBABAa HITH HMa MUHHMAJICH ceupalll ekt OWI0 MpH CaMOCTOATEIEH NPHEM HIIM B
KOMOHHALIMA C aJIKOXOJ.

B npoyuBaHe ¢ €1HOKPAaTHO AO3UPaHEe NpHU 100POBOLIM IUTAIOTIPaM HE NpeAU3BHKBA HaMaJIgIBaHe Ha
CalIHBALMATA, KAKTO U B HUTO €JHO OT [POYUYBAHHATA ChC 3ApaBH J0OPOBOILM LIHTAIONPAM HE €
AOBEJ IO 3HAYUTEITHH NPOMEHH B KapIHOBacKyIapHHTe napameTpu. LluTanonpaM HaMa €peKT BbpXy
CEPYMHHTE HHBA Ha PACTEXXHHA XopMoH. LluTanonpam nogodHo Ha apyry SSRI Moxke na yBeJTH4H
[UTA3MEHHTE HHEA HA NPONAKTHHA, KOETO € BTOPHUYEH eheKT Ha CTUMYJIMpALLATa poJid Ha CEPOTOHHHA
10 OTHOIIEHHE HA NPOJIAKTARA H HE € OT KIIMHHYHO 3HAYCHHE,

B nsoiiHOo-cngno, miauedo-koutpoaupano EKI npoyusane npu 3apaBi J00OpOBOJILM NMPOMAHATA Ha
QTc (Fridericia-correction) € 7,5 (90% CI 5,9 — 9,1) msec cie npujiaraHe Ha JHeBHA 1034 oT 20 mg
16,7 (90% CI 15,0 — 18,4) msec npu npunarade Ha JHesHA 1034 oT 60 mg (Bx. Touku 4.3, 4.4, 4.5, 4.8
H4.9).

5.2 @apMaKOKHHETHYHH CBoOHcTBa

Abcopbiius

Cnen nepopaneH npuem uMranonpam ce abcopOupa 6bp30; MakCHUMalHa N1a3MeHa KOHUECHTPALHA Ce
pocTura cpeado cnea 3 h. Abcopbuusara He 3aBUCH OT KOHCYMALUATa HA XpaHa. bHOHATHYHOCTTA
clieql nepopajicH npueM e okoo 80%.

Paznpeaenenue
ObeMbT Ha pasnpenenenue € 12-17 I'kg. Crbp3BaHeTo ¢ Tiia3MeHHTe nipoTerHH e oA 80% 3a
LM TAJIONPaM U OCHOBHUTE MY MeTa0ONMUTH.

buorpaHchopManus

LuTanonpam ce MeTabOMH3Upa A0 HAKONKO AKTHBHU METa00IUTa (JEMETHILHATAIIONPAM,
AHAEMETHILHTATIONpAM, ituTanonpamM-N-0KCHA) H 10 €IMH HEAaKTHUBEH Ae3aMHHHpaR JepHBaT Ha
MPOTIHOHOBATA KHCEJIHHA, HenpoMeHeHUAT LMTANONpaM € ZOMHHHPALIIOTO CheAHHEHHE B IUIa3MaTa,
KoHueHTpauusaTa Ha JeMETHILHTANIONPAM | AHAEMETWIIMTaIoNpaM ca oOHkHOBeHO 30-50% n 5-10%

CBOTBETHO OT KOHUEHTPALMHTE HA LuTanonpaMm. buorpaHcdopManuaTa Ha HATAJIONPaM 10
nemetTHaLMTANIONIpaM ce Meaunpa oT CYP2C19 (~ 38%), CYP3A4 (~31%) u CYP2D6 (~ 31%).

EauMHUHUpane
[L1asMeHUaT nonyxueoT € okoyio 1% auu. Cnen cHeTEMHA aAMHRHHCTPALUA, TUIA3MEHHAT KJIMPBHC €
okono 0,3-0,4 /min, a cnea opanno npunoxenue e oxonxo 0,4 /min.

[MTanonpam ce eJITMMHHMpPA MIaBHO Tipe3 uepHus Apos (85%), Ho cbU10 YACTHYHO K Npe3 ObOpeLMTe
(15%). OT1 npuetoTo KOAMYECTBO LHTATONIPaM, 12-23% ce eTHMHHHAPA HEMPOMEHEH B YPHHATA.
YepHoapoOHUAT KUpBHC € okoso 0,3 /min, a 660peunuar kmmpsac € 0,05-0,08 I/min.

JIMHEHHOCT
KnneTtnkara € THHeHHa. YCTaHOBEHA € IMBEHHOCT MEXAY PABHOBECHHTE ILIA3MECHH HHBA H
NpuIokKeHaTa n03a. PABHOBECHH KOHLIEHTpaUMH ce goctHurar cieq 1-2 ceamuuy. Cpe
koHUeHTpauun ot 300 nmol/l (165-405 nmol/l) ce mocTHrar npu gqHeBHa ao3a ot 40
Bpb3Ka MEKAY IUIa3MEHHTE HHBa Ha LUTAJIONpAM U TEpaneBTHYHHUS OTTOBOP HIM

PapMaKoKuRemuka nPpu CREYUPUUHU 2pYnu RAYREH MU

Hayuenmu 8 cmapuecka ev3pacm o
[Tpn nauMeHTH B cTapyecka BL3pacT ¢e HaOMOAaBa yab/DKeH NonyKHBoT (1,5-3,75 ﬂ)ﬂw@m‘;&f :
cToMHOCTH Ha KikpbHca (0,08-0,3 1/min), nopaau HamaneHa HHTEH3HBHOCT Ha MeTaGon et
CTabunHuTe Na3MeHH KOHIIEHTPALMH ¢a ABA MLTH NO-BHCOKH MPH NALMEHTH B HANpPeIHAIA BB3pacT
CIIPAMO TE3H MPH MALKMEHTH B M1aJla Bb3pacT MPH MPOBEXKJaHE Ha JICUSHHE ¢ €/IHAKBa J03a.
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Hayuenmu ¢ namanena veproopodna pyuxyus

Llutanonpam ce enuMuHApa no-6aBHO TIPH MAILHEHTH ¢ HaMaleHa YepHoapoOHa (PyHKIIHA.
[fonyXKHBOTHT Ha UMTAIONPAM € YABIXKEH NMOYTH JBa ITbTH U PABHOBECHHUTE TUTa3MEHH KOHLIEHTPAIIUH
ca JIBa MbTH MO-BHCOKH PH €IHA W Chliia IPUIOKEHA 1034 NIPH MMALMEHTH ¢ HamajieHa YepHoApoOHa
(pyHKLHSA, B CPABHEHUE C TE3H NPH NANMEHTH ¢ HOPMAaJIHA YepHOApOOHa (PyHKLHA.

Hayuenmu ¢ navanena 6v06peuna Qyukyua

{uTanonpam ce enuMuHupa no-6aBHO PH NALMEHTH ¢ JIEKO 10 yMEPEHO HamaleHa ObpOpeyHa
(PYHKUHA, O3 3HAUUTENHO NOBIMABAHE Ha dapMaKOKMHEeTHKaTa My. HsiMa HaTMUHH JIaHHH 3a ICHEeHHE
Ha MALMEeHTH C TEXKKa CTeneH Ha 6p0peuHa HeAOCTATBYHOCT (KPeaTUHHHOB KIMpbHC <20 ml/min),

HHorumopgpusvm

[IpoyyBaHuA in vivo NOKa3BaT, 4e€ MeTabOOIM3MEBT Ha LUTAIONPAM He NMPOABABA KIIHHHYHO 3HAYHM
NOMTHMOP(]U3EM N0 OTHOUIEHHE Ha cnapTeHH/ne6pH3okBHHOBOTO okcuaupane (CYP2Do). Ilpu
CYP2C19, karo npennasna Mapka, TpsaOsa aa ce oOMHCTH MbpBoHavanHata 4o3a o1 10 mg 3a
[aLIMEHTH, 3a KOUTO Ce 3Hae, ye ca cnabu MetabonuszaTopy (Bxk. Touka 4.2)

5.3 [IlpeaxknHHAYHH JaHHH 33 (Ge30MACHOCT

Octpa TOKCUYHOCT
[{yuranonpam uMa HUCKA OCTPa TOKCHYHOCT.

XpﬂHH‘-lHa TOKCHYHOCT
le{ MpOY4YBaHHUATA 33 XPOHHYH& TOKCHYHOCT HEC Ca OTKPHTH AaHHH, KOHTO Ja Ha/larat CIlivilHa/lHKi
CBGGPHJKE:HHH [IPpHU TCPANCBTHYHOTO H3IIOJI3BAHC HA HHTAJTONIPAaM.

PenpoayKTHBHA TOKCHYHOCT

OcHoBaBaiiky ce Ha JTaHHUTE OT JabOPATOPHH M3CIEABAHUS 38 PEMPOAYKTHBHA TOKCHYHOCT (CErMEHT
I, 11, III) BbpXy KHBOTHH, HAMa MPUUMHHK 32 CNEUMATTHY CHOOPLKEHUA NPK HU3NON3BAHETO MY NPH
KEHH BbB (pepTHIIHA BB3pacT. [luTanonpam npeMyHaBa B MAHUYMHOTC MJISKO B MAJIKH KOJIHUSCTBA.

[IpoyuBaHHA 38 eMOPHOTOKCHYHOCT IIPH ILTBXOBE ¢ BUCOKH 103H OT 56 mg/Kr/A¢H, KOHTO
NpeAU3BHKBAT TOKCUYHOCT NPH MafiKkaTa, ¢a MoKasajld KOCTHH aHOMAJINH B 00/1aCTT2 Ha IPBOHAYHKA
cTbs0 W pebpara. MaliuMHuTe mna3MeHH KOHUEHTpaUMH ca OWnH 2-3 ITbTH MO-BHCOKH OT
TepaneBTHYHNTE KOHLICHTPALIMK TpH YoBeK. ITpu rurpxoBe, LIMTAJIONPaM He € Nokasan eQeKT BhpXY
pepTiiIHTETA, OPEMEHHOCTTA U MOCTHATATTHOTO Pa3BUTHE, HO € JOBEJ J0 IIO-HHCKO TEFJIO NPH
paxaanero. LiutanonpamM v HeroBUTE MeTaOOHMTH JOCTHraT (PETATHH KOHLUEHTPALMU, KOUTO Ca
10-15 15TH MAaHYUHKTE UIA3MEHEH KOHUECHTPAUHK. KITHHHYHUAT ONIAT MpH OpeMEHHH 3KEHH T10 BPEME
HA JIAKTALIAA € OIPAHHYCH.

HaHHHM OT MpOyUuBaHUA BbPXY XMBOTHH TIOKA3BaT, Ye [UTAIONPAM pPeayLRpa HHAECKCA Ha
epTHIIMTETA W UHEKCA HA 3a0peMeHIBaHe, HAMANIABA KOJIMYECTBOTO HA HMILIAHTHPAHE H
aDHOpMHATA CNIepMa B EKCIIO3MIIMA, KOATO HaJRHILIAaRa oOKMualiHaTa npH Xopa.

MyTareHeH ¥ KaHUEPOreHeH MOTEHIIHA
[ luTanonpaM HE NPUTEKaBa MyTar€éHEH W KAHLUEPOr€HEH NMOTEHLHAN.

6. DQPAPMAILEBTUYHHA JAHHH
6.1 ChnHcbk Ha NOMONIHHTE BeIllECTBA

Cwvcmaes Ha mabremrxama
MHUKpOKpHUCTATHA LETYII03a
Manuron

MarHesues cTeapar
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KonouaeH e3B00eH CWIHIIHER THOKCH]

Cwvcmae Ha mabiemuomo nokpumue
XHITpOMENo3a

Makporon 6000

Tutranop quokcun (E171)

6.2 HecnbBMecTHMOCTH

Henpuinoxxumo

6.3 Cpok na roanoct

4 TOOUHH

6.4 CoennajaHH YC/IOBHS HA ChXpaHeHHe
Jla ce cuxpaHspa nopa 25°C.

6.5 BuHanchaABPHKAHAE HA ONIAKOBKATA

I[To 10 punmupanu Tabaetku B GnucTep, no 3 GnucTepa B KyTHS.
Mo 14 ¢punmupanu TadAETKA B ONIHCTED, MO 2 BIMCTEPA B KYTHA.

6.6. CnenuaaHy Npeana3Hd MepKH NpH H3IXBLPJRHe B paboTa

Hen3non3BaHuAT T€KapCTBER NPOAYKT WK OTHaAbYHUTE MaTEpPHANH OT Hero TpA0Ba Aa ce H3XBbPIAT
B CHOTBETCTBHE C MECTHMTE H3IHCKBAHHS.

7. INPUTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEDBA

Tesa ®apma EAN]

yn. ,.JIroba Benuukopa® Ne 9, 1407 Codms
bwnrapus

8. HOMEPA HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20030535

9. JIATA HA ITBPBO PA3ZPEUIABAHETIOAHOBSIBAHE HA PAZPEIIEHHAETO 3A
YIIOTPEBA

Jata Ha epBO paspemiasane:; 25.07.2003 r.
JlaTta Ha nocneaHo noaHosaBaHe: 13.11.2008 r.

10. JATA HA AKTYAJIMIHUPAHE HA TEKCTA
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